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_— has been omitted. This is acceptable, given that the
information largely described negative findings and that the cardiovascular effects of
salmeterol are described in the PRECAUTIONS section. Pharmacodynamics for
flutucasone are adapted from the Flovent labels. Verbage regardmg fluticasone’s

- has been omitted, but this information is contained to a
limited extent in the Pharmacokinetics subsection. Pharmacodynamics for Advair
are described by ingredient.

CLINICAL TRIALS:

Pivotal Trials SFCA3002, SFCA3003 and SFCB 3019 are extenSively descnbed as
are each of the supportive trials. As proposed, there are 250 lines of text, — plots
and - tables. Recommendations for shortening this sectlon will be provided in a
comment to the sponsor.

The AQLQ global scores are included as secondary endpomts. Based on
consultation with DDMAC, the sponsor should be advised that a final decision
regarding use of QOL endpoints in labeling and marketing materials is pending.

INDICATIONS AND USAGE:

The sponsor as proposed the indication —

_—  As discussed with the PADAC on November 23, 1999, this
indication does not provide prescribers with an adequate appreciation of the
population studied or the patients in whom this product is expected to achieve
efficacy. The sponsor will be asked to revise their proposal.

Iy TS

CONTRAINDICATIONS:

This section is adequate.

WARNINGS:

This section provides the box warning for corticosteroids (withdrawal of oral
corticostaroids / adrenal supression), but does not include specific wording on
weaning from oral corticosteroids.

The box waming should clarify that the product should not be used for an indication
of oral corticosteroid sparing and patients who are currently using oral
corticosteroids should not be switched directly to Advair.

Warnings are included regarding unmaskmg of other conditions with decreased
doses and use in immunosuppression. A section has been added advising against
use with other long-acting beta-agonists. Approved language for saimeterol
formulation warnings is included with slight modifications. The subsequent labeling
proposal should be reviewed for a final determination of text in this section.

PRECAUTIONS:

“General,” “Metabolic and Other Effects,” “Eosmophlllc Conditions,” " “Information for
Patients,” and sections on carcinogenesis, pregnancy, labor and delivery, and
nursing are derived from Serevent and Flovent labeling with minor wording changes.
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- Drug interactions are derived from the Advair clinical trials, as well as Serevent and
Flovent labeling and include short acting beta, agonists, methylxanthines,
fluticasone nasal spray, MAOI's, TCA's, beta-blockers, diuretics and inhibitors of
cytochrome P450.

- The pediatrics-section generally describes Trial SFCB3020. In addition, a statement
regarding potential growth suppression is made. The latter should be made
consistent with the approved labeling for other Flovent formulations at the time of
approval.

- Based on available data, no recommendation for dose adjustmepnt is made for
geriatric patients.

ADVERSE REACTIONS: .o

- This section is based on Trials SFCA3002, SFCA3003 and SFC83019 Since this
differs from the ISS (which was based on five studies), the sponsor should be asked
for source documentation.

OVERDOSAGE
This section contains information from Serevent and Flovent labeling, as well as
Advair trials. It should be established by the pharmacologist that the calculations ar%
appropriate for the Advair formulation. Also, this section could be better integrated,
with Advair information followed by that of the individual ingredients. Final wordung
can be created upon review of the subsequent draft.

DOSAGE AND ADMINISTRATION: ‘
- . currently proposed, entitled * ——

— ltis
unclear that these ————— are consistent with the current INDICATIONS
section, but should be related in final labeling. .

—

HOW SUPPLIED:
- This section‘appears to be acceptgble, but requires further review from the chemist.

The “Patient’s Instruction for Use” section was compared to the currently approved
version for Serevent Diskus. The following changes are noted: .

- This section has been significantly reformatted with improved subsection headmgs
for ease of use.
- A general statement regarding pharmacology and indication has been added.
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Dose frequency should not be decreased without physician instructions and doses
should not be doubled. Patients are instructed to advise phys;cnan if symptoms are
not improved within two weexks.

As compared to the Serevent labeling, the Advair labeling contains less specificity
with regard to instructions for seeking medical attention for increased use of
concurrent short-acting beta agonists. The general statements regarding caution
about increasing number or frequency of doses is adequate.

The labeling states that the product should not be used with Serevent Dnskus or
Inhalation Aerosol.

Instructions for operation of the device nearly |dent|cal to that of the Serevent
Diskus. Minor wording changes enhance clarity.

Comments have been received from Karen Lechter in DDMAG and should be
encorporated appropriately into the final labeling.

In addition, the following items should be verified in the final version of the labeling.

The approvable tradename has been used consistently.

Instructions for “use by” date in the labeling and patient instructions is the B
approvable date. g3
Additional comments are expected from OPDRA regarding the medications erroEs
review. These should be encorporated, as appropriate. ;

The following comments should be forwarded to the sponsor regarding the proposed
labeling.

At thié time, we are providing the following general comments regarding the labeling
proposed in your January 13, 2000 submission. Additional comments can be expected
pending our review of the subsequent draft.

1. The proposed tradenames, “Advaur Diskus ————' Advair Daskus——~————- and

“Advair Diskus ————,” are not acceptable, although the prefix Advair is allowable.
Select tradenames that clearly refiect that both salmeterol and fluticasone are
contained in the product.

The CLINICAL TRIALS section should be considerably shortened. Outcomes of
Triah ~———————"can be described in reference to outcomes of Trial
- as can secondary endpoints for Trial &~
Verbal descruptlons are adequate for onset of action and progression of
improvement in these trials. .
Siarar A final determination of the appropriate use of quality of life
data in Iabelmg and marketing materials is pending.

Per our review and the November 23, 1999 discussion of the Pulménéry Allergy
Drugs Advisory Committee, revise the proposed indication for “patients 12 years of
age and older — , - - to better reflect the
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population studied and delineate the population expected to benefit from Advair
therapy. '

4. The box waminé éhéuld clarify that these products should not be used for ——
~—_indication and that patients who are currently using oral

- corticosteroids should not be switched directly to Advair.
5. Provide references to the source documentation from the original NDA (volume and
pages numbers) for the summary data contained in the ADVERSE REACTIONS
section.

6. Remove Table = from the DOSAGE AND ADMINISTRATION-section.

Xilll. APPENDICES

Iy o>y

APPEARS THIS WAY
ON ORIGINAL




APPENDIX A

1. Principal Investigators for Trial SFCA3002 - Each investigator is an M.D. The
number of patients enrolled by each investigator is indicated in parentheses.

Thomas D. Bell, Missouta MT (17)

B. Lauren Charous, Milwaukee W! (0)
Paul Chervinsky, North Dartmouth, MA (31)
Robert Cohen, Lawrenceville GA (21)
John Condemi, Rochester NY (4)
Gerald Davis, Burdington VT (2)
Thomas Edwards, Albany NY (21)
David Elkayam, Bellington WA (3)
Stanley Galant, Orange GA (5)

David Graft, Minneapolis MN (11)
Gary Gross, Dallas TX (19)

Alan Heller, San Jose CA (0)

Gary Incaudo, Chico CA (4)

John Jeppson, Boise ID (4)

Harold Kaiser, Minneapolis MN (11)
Mani Kavuru, Cleveland OH (11)
William Kinnard, Boulder CO (4)
Philip Korenblat, St. Louis MO (0)
Craig LaForce, Raleigh NC (17)

Ed Lisberg, Oak Park IL (5)

Julian Melamed, Cheimstord MA (10)

Don Mitchell, Jackson MS (16)
Federico Montealegre, Ponce PR (10)
Melvin Morganroth, Portland OR (6)
Zev Munk, Houston TX (0)

Robert Nathan, Colorado Springs CO (11)
Anjuli Nayak, Normal IL (2) .
Robert Noveck, New Orleans LA (1)
David Peariman, Aurora CO (12)
Andrew Pedinoft, Princeton blJ (8)
Gordon Raphasl, Bethesda MD (10)
Brian Schwartz, Baltimore MD (1)
.Nathan Segall, Atlanta GA (0)

Gall Shapiro, Seattle WA (7)

G. Edward Stewart |l, Ocala FL (5)
James Taylor, Tacoma WA (14)

Allan Weinsteln, Washington DC (3)
Steven Waeinstein, Huntington Beach CA (27)
Martha V. White, Washington DC (0)
John Winder, Sylvania OH (0)

Hugh Windom, Sarasota FL (5)
James Wolfe, San Jose (18)

2. Principal Investigators for Trial SFCA3003 - Each investigator is an M.D. The
‘number of patients enrolled by each investigator is indicated in parentheses.

James Baker, Portland OR (14)

George Bensch, Stockton CA (3)

Edwin Bronsky, Salt Lake City UT (0)
Paul Chervinsky, North Dartmouth, MA (21)
Bradley Chipps, Sacramento CA (1)
Karen Dunn, Raleigh NC (10)

Thomas Edwards, Albany NY (12)

Linda Ford, Papillon NE (2)

John Given, Canton OH (4)

Jay Grossman, Tuscon AZ (4)

Robert Grubbe, Anniston AL (3)

Melvin Haysman, Savannah GA (6)
Mary Brandt Hudelson, Flower Mound TX (4)
Bob Lanier, Ft. Worth TX (1)

Michael Lawrence, Taunton MA (13)
Ted Lee, Atlanta GA (6)

Ed Lisberg, Oak Park IL (5)

William Lumry, Dallas TX (14)

Louis Mendelson, West Hartford CT (12)
Federico Montealegre, Ponce PR (5)
Zev Munk, Houston TX (12)

Anjuli Nayak, Normalt IL (14)

David Peariman, Aurora CO (11)
Andrew Pedinoff, Princeton NJ (14)
Jacob Pinnas, Tucson AZ (19)
Warren Pleskow, Encinitas CA (10)
Brian Schwartz, Baltimore MD (0)
Nathan Segall, Atlanta GA (3)

John Selner, Denver CO (9)

Guy Settipane, Providence RI (1)

Galil Shapiro, Seattie WA (14)

William Sokol, Newport Beach CA (4)
James Taylor, Tacoma WA (17)
Dwayne Thomas, New Orleans LA (5)
Timothy Tolson, Elizabeth City NC (5)
Mark Vandewalker, Jefterson City MO (11)
Michael Volz, Denver CO (0)

Steven Weinstein, Huntington Beach CA (12)
Martha V. White, Washington DC (11)
John Winder, Syivania OH (0) |
Hugh Windom, Sarasota FL (19) _
James Wolfe, San Jose CA (9) -
Robert N. Wolfe, Los Angeles CA (9)
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AQLQ and Sleep Scale
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) Sespon ) Subrect No
C e—— } I )
SFCA3002 i 2 1
| -

VISIT 2 B

Asthma Specific Questions " Date completed: | “‘L ” ol" ll "L l

Below are questions about your health as i relates to asthma.

L

Activities: Please think of ways in which asthma places imitations on your life and aaivltie;. We are particulardy
interested in activities that you still do, but which are limited by your asthma. You may be fimited because you do
these activities less often, or less well, or because they are less enjoyable. These shoutd be activities which you do

frequently and which are important in your day-to-day life. These should also be activities that you intend to do
. regulariy throughout the study.

Please think of all the activities which you have dane during the {ast 2 weeks, in which you were limited as
a result of your asthma.

Here is a list of activities in which some people with asthma are limited. We hope that this will help you to identity the
5 most important activities in which you have been limited by your asthma during the last 2 weeks.

1.  Bicycling 15. Shoveliing snow

2.  Cleaning snow off your car 16. Singing

3. Dancing . 17.  Doing regutar social activities

4. Doing home maintenance 18. Having sexual intercourse

§. * Doing your housework 19. Sleeping

6. Gardening 20. Tatking

7. Hurrying 21.  Running upstairs or uphill

8.  Jogging or exercising or running 2. Vatuuming . S e

9.  Laughing : 23. Visiting friends or relatives ’
Tt;. Mopping or scrubbing the floor 24. Going for a walk

1. Mowing the lawn 25. Walking upstairs or uphill

12. Playing with pets 26. Woodwork or carpentry

13. ~ Playing with children or grandchildren 27. Canying out your activities at work

14. Playing sports 28. Other .

Please write your § most important activities on the following page.
* Asthma Quaisy of Life Questonnarne
©1993 McMaster University Medcal Centre .

Glaxo Welicome inc A (1ot8)-

Ing ymaTprey;



Protocol Code -

SFCA3002 ! 2

VISIT 2

Please write your 5 most important activities on the fines below and then teil us how niuch you have been limited by
your-asthma in each activity during the last 2 weeks by checking the box with the appropeate rating.

HoWw limited have you been during the last 2 weeks in these activities?

Ing wprevgrwy;

Activit Touly | Exvemety | Very | Mocerste | Some AUmie | Notatal
ivities Umiied | Umited | Umited | Umiation | t'witztion | Umitasion | Limitea
1 2 3 4 s € 7
1.
2,
3.
4 [
L
S. L ! I, ] l
How much discomfort or distress have you felt over the last 2 weeks?
A Very AGreat | AGood | Mocerate Very
Great Deal Deat Deal Amount Some Utile None
) 2 3 4 5 6 7
6. How much discomiort or distress have
you feit over the last 2 weeks as a result
of chest tightness?
in general, how much of the time during the last 2 weeks did you:
) AGood A Hargy | Nona of
Aot | wmostor Biof | Someot | Lmeet | Anyot the
teTime | theTime | e Time | tha Time | the Time | tw Time Time
1 2 3 4 s 3 7

7. Feel concerned about having
asthma?

8. Feel short of breath as a result of
your asthma?

9. "~ Experience asthma symptoms as a
resutt of being.exposed to
cigarette smoke?

10. Experience a wheeze in your chest?

1. Feel you had to avoid a situation or
environment due to cigarette
smoke?

Glaxo Wellkcome Inc.

1{2015)-




Prototol Coue Sezsion

o B

VISIT 2

How much discomfort or distress have you felt over the last 2 weeks?

AVety
Great | AGreat | AGood

Desi | el | Dot | Aokt | Some Ueke | None
1 2 3 4 6 [] 7

~

12;. How much discomion or distress have you feit
over the last 2 weeks as a result of coughing?

In general, how much of the time during the last 2 weeks did you:

A Good A Utie Hangy

At of Most of Biof Soma of of the Aryot | Noneof

heTime | HeTime | haTime | the Time Time: | twTime | the Time
1 2 3 4 S €

13. Feel frustrated as a result of your
asthma?

14. Experience a feeling of chest
heaviness?

15. Feel concerned about the need to
use medication for your asthma?

. 16.- Feel the need to clear your throat?

17. Experience asthma symptoms as a
result of being exposed to dust?

18. Expernience difficulty breathing outas
a result of your asthma?

19. Feel you had to avold a situation or
environment because of dust?

20. Wake up in the moming with asthma
symptoms?.

21. Feel ufrald of not having your
asthma medication available?

22. Feel bothered by heavy breathing? .

23. Experisnce asthma symptoms as
result of the weather or air pollution
outside?

24. Were you awakened at night by your | 1
asthma? ) | - \

Glaxo Welkome Inc 4 (3015)-
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Session

Protocot Code i
E SFCA3002 l ‘ 2 ;

VISIT 2

in general, ime during the last 2 weeks did you:

..

Aof
e Time
1

Most of
w Time
2

A Good
Brot
the Time
3

Some of
the Time |.

A Urte
of the

Hargly
Any of None of
the Time | e Time

25. Avold or limit going outside because
of the weather or air poliution?

26. Experience asthma symptoms as a
result of being exposed to strong
smells or perfume?

27. Feel afraid of getting out of breath?

28. Feel you had to avoid a sttuation or
environment because of strong
smells or perfume?

29. Has your asthma interfered with
getting a good night's sleep?

ing TPy

30. Have a feeling of fighting for air?

How limited have you been during the last 2 weeks?

Mos!
Not
Done
1

Severat
Not

very
Few Not

No
Umiavon

31. Think of the overali range of activities
that you would heve liked to have done
during the ast 2 weeks. How much has
your range of activities been limited by
your asthma?

Totaty

Umited

Extreme- Vety

:

Notag all

32. Overall, among ali the activities that
you have done during the last 2 weeks,
how limited have you been by your
asthma?

Glaxo Wellcome Inc.

-1{4o0t5) -




Protocnt Code

- Sesson ) Subject No
! SFCA3002 ] ‘ 2 | '

VISIT 2

Sleep Scale

1. During the past 4 weeks, how much sleep loss have you experienced because of your asthma

. symptoms?

.

(circte one number)
None 1
Very mild 2
MiKS .t e e s rresset e cras e seons 3
Moderate. .. 4
Severe s
Very severe 6

2. During the past 4 weeks, how much did the lack of sleep, because of your asthma symptoms,
interfere with your normal performance at work, housework or school ?

(circle one number)
Not at ali 1
Stightly 2
Moderately 3
Quite a bit .4
Extremely ....... .5

3. Duting the past 4 weeks, how many nights have you awakened at ieast once because of your .
asthma symptoms?

(circie one number) v

- . NONE ...ttt e sbse e re e s sssesa s s e snnass 1

I Lo 2
Lessthand... i 3 .
About once a week
More than once a week . -
Almost every mght ...l rerreeeesenennns cenes 6 - .

Glaxo Wellcome Inc. -1(50!85)- D24:US:EN1 0
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Mean Change From Baseline in FEV1 (L)

APPENDIX C

Study SFCA3002 Hourly Mean Change from Basellne in FEV1 (n):
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Mean Change From Baseline in FEV1 (L)

APPENDIX D

Study SFCA3002: Change from Baseline in Morning Predose FEV1 (n)
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Study SFCA3002: Probability of Patients Remaining in the Study

APPENDIX E

iy ey
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Mean Change From Baseline in FEV1 (L)

APPENDIX F

Study SFCA3002: Hourly Mean Change from Baseline in FEV1 (n):

Treatment Week 1 by Pre-Study Medication Use Group

Prior Use: Inhaled Corticosteroids

Pn‘or Use: Salmeterol
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APPENDIX G

Study SFCA3002 Change from Baseline in Morning Predose FEV1 (n)
by Pre-Study Medication Use Group

Prior Use: Inhaled Corticosteroids Prior Use: Saimeterol

Mean Change From Baseline in FEV1 (L)
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APPENDIX H

Study SFCA3002 Probability of Patients Remalning in Study
= by Pre-Study Medication Group

Prior Use: Inhaled Corticosteroids Prior Use: Salmeterol
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Mean Change From Baseline in FEV1 (L)

APPENDIX J

Study SFCA3003: Hourly Mean Change from Baseline in FEV1 (n):
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Mean Change From Baseline in FEV1 (L)

APPENDIX K

Study SFCA3663: Change from Baseline in Morning Predose FEV1 (n)
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APPENDIX L

~ Study SFCA3603: Probability of Patients Remaining in Study
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PEFH {(L/min)

APPENDIX M

APPEARS TiiS WAY
- ON ORIGINAL

. SFCB3019
Change In Mean Moming PEFR (/min) from Baseline — Dally Means (Intent—to—Treat Population)
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APPEARS THIS V/AY.
ON ORIGINAL

SFCB30l8 .
Clinic Visit FEV1 (L) — Adjusted Mean Change (intent—to-Treat Population)
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Treatment

L] ] ' ' |} L) ¥ I i 1 L] L] L) 1

2 4 - 8 8 10 12 14 16 18 20 22 24 28 28
i Week

Salmeterol §0meg/FP 600mcg Diskus
"""" - FP 500mcg

'''''' Salmeterol 50meg + FP 500mcg

Note: Treatment Means +/— 1 standard error

APPEARS THIS WAY
ON ORIGINAL -
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SFCB3017
Change in Mean Moming PEFR (L/min) from Baseline — Dally Means (intent—to- Treat Population)

L] L} ¥ ¥ L ¥ L} ] ¥ L]

7 14 21 28 35 42 49 56 63 70
Day
Treatment == Salmeterol 60mcg/FP 100mcg Diskus  ~=-—= Salmetero! 50mecg + FP 100mcg

Note: Treatment Means +/— 1 standard error

APPEARS THIS WAY
ON ORIGINAL




APPENDIX P

SFCB3018 _
Change in Mean Moming PEFR (L/min) from Baseline ~ Dally Means (intent—to—Treat Population)
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° k 1) L} L} L} 1 1 L L} L] L] 1
0 7 14 4] 28 35 42 49 56 83 70
. _ Day
Treaiment Salmeterol 50megFP 250meg Diskug === Saimeterol 50mcg + FP 250meg

Note: Treatment Means +/—~ 1 standard error
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APPEARS THIS WAY
ON ORIGINAL
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INTEGRATED SAFETY SUMMARY - ADVERSE EVENTS

APPEARS THIS WAY
ON ORIGINAL
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verse tvents Occurring at 2:

ing o

n Any Combination Product Treatment Group In Adolescent an
Adult Patients
SFCE0/100 | SALM50 + FP100 | SALMG0 | FPi00 |
n=175 n=213 n=123 n=180 n=90
- SFCA3002, [ SFCAS002, | SFCB3017 | SFCA300Z, | SFCA3002 |
- . - | SFCA3003 | SFCB3017 SFCA3003
Average duration of
| exposure (days) __ 42.3 76.0 79.0 60.1 724
| Number of patients with any
adverse event 86 (49%) | 157 (74%) 74 (60%) 108 (60%) | 63 (70%)
Ear, nose, & throat
(any event) 53 (30%) | 105 (49%) 49 (40%) 69 (38%) | 44 (49%)
Upper respiratory tract .-
infection 24(14%) | 44 (21%) 18 (15%) 35(19%) | 26 (29%)
Throat irritation 10 (6%) 23 (11%) 9 (7%) 11 (6%) 6 (7%)
Sinusitis 7 (4%) 8 (4%) 4 (3%) « 6 (3%) 5 (6%)
Upper respiratory inflammation 9 (6%) 14 (7%) 8 (7%) 15 (8%) 6 (7%)
Rhinitis 1 (<1%) 5 (2%) 7 (6%) 0 0
Hoarseness/dysphonia 1(<1%) 6 (3%) 4 (3%) 1 (<1%) 2 (2%)
Nasal congestion/blockage 5(3%) | 5 (2%) 1(<1%) 2 (1%) 1(1%)
Pharyngitisthroat infections 1 (<1%) 6 (3%) 4 (3%) 4 (2%) 0
Lower Respiratory
(any event) 15 (9%) - 56 (26%) 26 (21%) 22 (12%) 6 (7%)
Viral respiratory infections 6 (3%) 17 (8%) 9 (7%) 10 (6%) 4 (4%)
Cough : 4 (2%) 12 (6%) 4 (3%) 5 (3%) 0
Asthma® 2 (1%) 7 (3%) 5 (4%) 2 (1%) 0
Bronchitis 3(2%) 4 (2%) 3 (2%) 4 (2%) 1(1%)
Lower respiratory infections 0 18 (8%) 9 (7%) 2 (1%) 0
Breathing disorders 0 1 (<1%) 0 0 0
Neurology
" (any event) 14(8%) | 33 (15%) 9 (7%) 21(12%) | 17 (19%)
Headaches 12(7%) | 26 (12%) 5 (4%) 18(10%) | 13 (14%)
Dizziness 1 (<1%) 2 (<1%) 1(<1%) 1 (<1%) 4 (4%)
Gastrointestinal
(any event) 13 (7%) 35 (16%) 14 (11%) 14 (8%) 16 (18%)
Nausea & vomiting 2 (1%) 9 (4%) 2 (2%) 2 (1%) 3 (3%)
Candidiasis mouth/throat 0 3(1%) 1 (<1%) 0 2 (2%)
Gastroenteritis 0 3(1%) 3 (2%) 0 0
Diarrhea 2 (1%) 4 (2%) 1 (<1%) 2 (1%) 2(2%)
Non-site specific
(any event) 8 (5%) 19 (9%) 11 (9%) 14 (8%) 12 (13%)
Fever - 3 (2%) 3 (1%) 0 5 (3%) 2 (2%)
Chest symptoms - 0 3 (1%) 2 (2%) 1 (<1%) 2 (2%)
Exacerbation of condition o 0 ] o 0
Musculoskeletal”
(any event) 10 (6%) 16 (8%)- 6 (5%) 10 (6%) 5 (6%)
Musculoskeletal pain 5 (3%) 9 (4%) 3 (2%) 5 (3%) 1 (1%)

Source Data: Tables 2.2 and 5.2
2 Worsening asthma was recorded as an adverse event in the non—US studies.

Al



®

LR

verse Events Occurring at y Comblination uct Trea roup in
Adolescent and Adult Patients (continued)
S + [ FP250 |
n=264 =192 n=84
i “SFCA3003, | SFCB3018° | SFCA3003 |
- SFCB3018b ‘
verage duration of
exposure (days) 150.2 187.9 70.1
W i
adverse event 219 (83%) 166 (86%) 67 (80%)
Ear, nose, & throat '

(any event) 143 (54%) 124 (65%) | 43 (51%)
Upper respiratory tract 84 (32%) 88 (46%) 21 (25%)
infection
Throat irritation 29 (11%) 18 (9%) . 8 (11%)
Sinusitis 15 (6%) 15 (8%) 1(1%)
Upper respiratory inflammation 10 (4%) 8 (4%) 7 (8%)
Rhinitis 10 (4%) 9 (6%) 0
Hoarseness/dysphonia 12 (5%) 7 (4%) 3 (4%)
Nasal congestion/blockage 14 (5%) 13 (7%) 4 (5%)
Pharyngitisfthroat infections 7 (3%) 8 (4%) 1(1%)
Lower Respiratory

(any event) 103 (39%) 83 (43%) 12 (14%)
Viral respiratory infections 44 (17%) 31 (16%) 8 (10%)
Cough 22 (8%) 29 (16%) 0
Asthma? 24 (9%) 18 (9%) 1 (1%)
Bronchitis _ 19 (7%) 10 (5%) 2 (2%)
Lower respiratory infections 10 (4%) 5 (38%) 0

| Breathing disorders 7 (3%) 12 (6%) 0
Neurology

(any event) 55 (21%) 41 (21%) 10 (12%)
Headaches 45 (17%) 33 (17%) 7 (8%)
Dizziness 7 (3%) 4 (2%) 0
Gastrointestinal

(any event) 52 (20%) 44 (23%) 15 (18%)
Nausea & vomiting 12 (5%) 10 (5%) 3 (4%)
Candidiasis mouth/throat 13 (6%) 10 (6%) 2 (2%)
Gastroenteritis 9 (3%) 5 (3%) 0
Diarrhea 7 (3%) 5 (3%) 2 (2%)
Non-site specific ~

(anyevent) 36 (14%) 41 (21%) 7 (8%)
Fever 8 (3%) 9 (5%) 1 (1%)
Chest symptems 11 (4%) 8 (4%) 0
Exacerbation of condition 2 (<1%} 0 0
Musculoskeletal '

(any event) 28 (V1%) 21 (11%) _ 8 (10%)
Musculoskeletal pain 16 (6%) 13 (7%) 4 (5%)

Source data: Tables 2.2 and 5.2
Worsening asthma was feoorded as an adverse event in the non-US studies

L
b 28-week study
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Advair Diskus - _ , salmétrol Iutisone propionate 50/100 mcg
Advair Diskus —— _ - salmeterol /fluticasone propionate 50/250 mcg

 AdvelrDisius —. - salmeterol fiuticasone propionate 50/500mog. = . zv

=.. ... into & single product is based primarily,orithe.sponsors.interest in enhancing .- <

The combination of these Pfevlously-app?é’ved,iw:oe-daily, single {pgredient regm;ens ———‘—l

-=——-convenience for asthma patients Whgiég’mté,ibqgi'.lpng'-a'cﬁng beta agonist and °’5‘l;"w,;_,; 0 . ]
“inhaled corticasteroid treatment.” Three stiéngths Hiave béen daveloped in order 1o allow " 'y
for titration of the fluticasone propionate dose. -Currently, Flovent Rotadisk is approved. - - ¢
for doses ranging from 100 mcg to-500 mcg twice daily. o R E
- The sponsor indicates at least some of pradiicts are currently approved in 14 Europeén ~ =
nations, including the United Kingdom, -although limited marketing experienceis - .. = IT1
- available given that the first.approval was.in-Sweden in September, 1998, - v e (s
el R o e g
Proposed indications: = —=—__.. .. _ - S LI 31%%-?—‘- %_
The proposed indication for eaich produict s for the maintenance treatment of asthiig — .
—— in patients age 12 years-and.older. L mma . siae
- .-. : - TSoLTD T - - ‘ - - - E—

]

 atriai of Advaii 100 meg in patients age 4 to 11years (SFCB3020).

- salthough-the sponsor has gonduqted -

Formulation:

Each disposable Diskus device contains 60 blisters. A sample/institutional size is

available with 28 blisters. Each blister contains active drug substance (72.5 mcg

salmeterol xinafoate equivalent to 50 mcg of salmeterol base plus either

- ~--100,2500r560meg ~— fluticasone-propionate)-and-actose- -
a total of 12.5 mg. Lactose _

Efficacy:

There are three pivotal efficacy trials contained in this submission, Trials SFCA3002,
SFCA3003, and SFCB3019. The first two trials, 3002 and 3003 compared combination
Advair product, containing 50 mcg salmeterol and fluticasone propionate doses of 100
mcg and 250 mcg, respectively, to the same doses of salmeterol or fluticasone
propionate administered as single ingredient products. These were randomized,
double-blind, placebo controlled trials with fours parallel treatment groups. The duration
of each trial was 12 weeks, both utilized a placebo control and both were conducted at
multiple sites in the U.S. The population of each trial had screening FEV, values
between 40 an 85 percent of predicted. Patients in Trial 3002 were stratified by prior



== coricosteroid use, while all patients in trial 3003 were required to have used

corticosteroids in the past.

ety e i - A
P a8 e +

E The third pwotal ‘rial was Tria) 1801BANd. wasdesigned to ccmpare three treatments
- “the combination of 50 mcg salméte'i’cﬁsm meg fluticasone propionate, 500 meg -

R

These trials were desrgned m part, to address the combination policy for flxed-
combination prescription drug products (CFR § 300.50) and establish that the efficacy of ,
.salmeterol and fluticasone administered.as:a-combination product exceeds the efficaty=" > -

.of the individual mgrednents adm1n1stered<alone The pﬁmary endpotnt was changg.:‘-.
from baselme FEV, = _ N

nfa.«.u' q-e&-vrr‘

fiuticasone propionate alone, and 50mcgvsa1metercl plus 500 meqg fluticasone - = -:ocew s
propionate, administered concurrently as single ingredient products. This trial was 28 ‘
weeks in duratnon and was conducted in Germany.*France and the Netherlands LT

n—s-r: 22

Two supporting trials, SF083017 and3 301 8 were conducted to compare Advair 100 mg
and Advair 250 meg, respectively,10the-single ingredient products used concurrently— - -
A study of similar design, SFCB3020, was conducted in pediatric patients, age 4 to 11.+

years, with Advair 100 mcg. A]I]h“ ofthese tnals ‘were conducted outside of the U_é—

and were 12 weeks in duration. - —-

n)n

..t.-ﬁ
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Safety

a Thefrve adult and one pedlatncclit_ :
- “database for this application. Ofthead‘lt tnals’T nafs 3002, 3003 and 3017 were 12—__—:» e

weeks in duration, while Trials 3018 arid 3019 were 28 weeks in duration. A total of ~
1824 patients were included in these trials. These data are adequate to support filing -

and review.

Filing Issues:

--—in addressing the fixed-combination-policy in-21-CFR-300.50, it is noted that thereis

one treatment comparison omitted from the array of trial designs, specifically the -
comparison of Advair 500 mcg to salmeterol 50 meg. This is acceptable, given that the
other doses were studied with a “complete” design and pharmacokinetic data may help

to link the three formulations (see Review Issues).

The submission appears to be complete upon cursory examination and is presented in
an organized fashion.

Review Issues:

The sponsor should be asked to identify which of the three products has been approved
in foreign markets (i.e., where all three strengths have been approved) and to indicate

which products are currently marketed. -



The sponsor should also be asked to describe the: 1e-color of each inhaler and the T

mechamsm ln which the three strengths can be dlstmgwshed from one another and

| Dose proportlonalrty was not directly established.in this development program, although
pharmacokinetrc data are available for allstrengths.. Dose proportionality was - P
_‘: - establlshed in the Flovent development_program and extrapolatlon may be possnble

. y. | i
2 ggardrng the tility of a fixed-dose combination: inlinical practice, e.g. whether the .~ =7~~~
2 _' -combination is rational, given the limited flexlbllityi ‘dosé titration. R

 “Pétcent of predicted FEV, was defined in these*trials. includlng the U.S trials, basedon " * -
~ the guidelines of the “Working Party of the Europeéan‘Community for Coal and Steel.”
- These data should be evaluated carél‘ully relatuve*—to'!he oonventlonal v S approaches

Audltlng ol | -

- .‘:__Grven that the sponsor has studied apprcv-edd?es;s;fboth lngredlents the Division of E L=
~ Scientific Investigation (DSI) will be-asked to conduct:minimal auditing of clinical trials. ¥

it is known that Dr. Thomas Edwards, now.a dlsquallf‘ ied investlgator participatedin  *- .

- +Trials.3002.and 3003. The trial were analyzed with"é_pﬂ Mthout data from his site and -
.the outcomes were not substantlally changed , '

{ ..___-.~ —— T

JH =

Lat

===

‘Givemhelr pivotal status, itis most ap" ropnateioaudrt thelJS trials. These trialsare™ - -~
“largely similar in design. Since a higher product strength was associated with Trial o
3003 (Advair 250), relative to Trial 3002 (Advair 100), there is potentially more safety
information associated with Trial 3003. A list of the 39 investigator sites associated with
Trial 3003 is attached. No single investigator site enrolled more than six percent of the
-study population (range, between 1-and21 of the total 349 patients) or was likely to
have driven the statistical outcomes. The largest number of patlents were enrolled at
~thefollowing sites: - T T

P. Chervinsky (N=21)
J. Pinnas . (N=19)
H. Windom ‘ (N=19)
J. Taylor (N=17)

Ms. Jani, the project manager for this apphcatlon will be asked to forward this list to
DSl in order that they determine which, if any, of the largest investigator sites-has not
recently been audited. The final selection should be made in conjunction with the DSI
assessment and it is recommended that a single site be selected. Additional clinical
data from the application can be provided to DSI when they have selected an
investigator site for inspection.

Conclusion:

( This application is fileable. This decision was made in preparatiorrfor the review team
meeting on April 23, 1999 and is currently being documented via this review.



SFCA3003'\_. o=

James Baker, M.D. -

545 NE 47th Avenue, Suite 310
Portland, OR 97213 ' .
-+ Phone#f: 503-294-1822 e Ehememeaes o o
FAX#‘ 503—231-7668 :

4628 Geoxgetown Place

Stockton, CA 95207 :

.- .. Phone#: 209-951-6741 S
+ FAX#: 209-951-8647

-

* Edwin Bronsky, M.D ’ Lo
AAAA Medical Research Group IR
150 South 1000 East ' 0
.. SaltLake City, UT 84102 - S
- ~"’"“Phone# 801-532-4526 ST ' i
il E AX# 801-363—9692

el

i AP,

" Paul Chervinsky,
‘‘‘‘‘ . New England Research Centcr, Inc.
e ,49 State Road . -
‘»"T:fWamxpﬁa Bldg., Suite 203 . R
- North Dartmouth, MA 02747
** Phone#: 508-992-7595 o
FAXi#: 508-984-5574

————— I —
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Bradley Chipps, M.D.
5609 J Street, Suite C
Sacramento, CA 95819
Phone#: 916-453-0701
FAX#: 916~ 453-8715

Karen Dunn, M.D:-

NC Clinical Research . -
4301 Lake-Boone Trail

Rexwoods Office Center, Suite 309A

Raleigh, NC 27607

Phone#: 919-881-0309 . . .
FAX#: 919-783-9406
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Thomas Edwards, M,])

AI

crev=-

Jay Grossman,M.D.
Allergy Care Consultants, Ltd. T

RN S < e i

Albany Medical College
215 Washington Ave. Ext.
‘Albany,NY. 12205 . - -~
Phone#: 518-452-25 10
FAX#' 518—452—2737

Linda Ford, M.D e
‘The Asthma & Allergy Center '

401 East Gold Coast Road, Suite 326
Papillion, NE 68046

‘Phone#: 402-592-2055; 4025928949
FAXit: 402-592-2419

John Given, M.D.
Allergy & Respiratory Center o
Dartmouth Medical Building, Suite G107 ~ =

214 Dartmouth Ave. S.W. i _..;__ ,
Canton, OH 44710 - el T

Phone#: 330-455-4344 R
FAX#: 330-455-2272 o

3395 N. Campbell Ave.
Tucson, AZ 85719
Phone#: 520-322-5123
FAX#: 520-322-5060

Robert Grubbe, M.D.

1010 Christine Ave. -
Anniston, AL 36207

Phone#: 205-236-5631,

205-231-9014 .

FAX#: 205-236-5637

Melvin Haysman, M.D.
Savannah Allergy Associates, P.C.
5400 Waters Avenue

Savannah, GA 31404

Phone#: 912-355-5410 ext. 3029
FAX#: 912-354-0466

Ie. APPHFRPT
1
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particinaﬂgg,m.e.ﬁgm_n_:_L

e

Mary Brandt Hudelson, M.D.

#1010 -

Flower Mound, TX 75028
Phone#: 973-539-0086 (1)
817-284-3199 (c)

FAX#: 81'7—590-9721

 Bol Lanier MD.

‘5925 Lovell Ave.

Ft. Worth, TX 76107
Phone#: 817-731-9198
FAX#: 817-731-9199

Michael Lawrence, M.D.
Center for Clinical Research

35 Summer Street, Suite 202-B
Taunton, MA 02780

Phoneit: 508-880-8737

FAX#: 508-823-9363

Ted Lee, M.D.

Peachtree Allergy & Asthma Clinic
1938 Peachtree Rd. N.W. #507
Atlanta, GA-30309-1296

Phone#: 404-350-7993,
404-350-7995

FAX#: 404-350-7992

Ed Lisberg, M.D.

Asthma and Allergy Center of Chncago. S.C.

1°Erie Court, Suite 7030

Oak Park, IL. 60302

Phone#: 708-386-4466 (Coord);
708-386-4564 (Inv) _

FAX#: 708-386-4560

William Lumry, M.D.

Allergy & Asthma Research Associates

9900 N. Central Expressway, Ste.555

Dallas, TX 75231
Phone#: 214-365-0365
FAX#: 214-369—4970
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Partlcigating Investlg_tors

Louis Mendelson, M.D. -
_—————_ﬂ? v l lr I IA — - — —
836 Fanmngton Avenue Suite 207
West Hartford, CT 06119 _
- Phone#: 860-232-3965; 860—523-1692 IR : ._..-'.I;...,
i FAX# 860-233—5996 B L o _
- Federieo Montealegre,MD S v R
--- - .Ponce School of Medicine - L L g
T Rescarcthldmg s B , wel
... Urb. Industrial Reparada

Dra. Ana Dolores Perez Marchand St. ' S
Ponce, PR 00732-7004 ‘ ’

- Phone#: 787—844—0705 B '
787-284-2237, _
787-840-2575 ext.420
FAX#: 787—841-1045

ZevMunk,M.D. ——e T - T
Breco Research ...
902 Frostwood, Suite 2408230 _
Houston, TX 77024 L
1 Phone#: 713-973-6993 L
‘ . .. -FAX#:713-973-9343 o

Anjuli Nayak, MLD.

Asthma & Allergy Research Assoc., S.C.
1300 Franklin Ave, Suite 180

Normal, IL 61761

Phone#: 309-452-7464

FAX#: 309-452-7421

David Peariman, M.D.

Colorado Allergy & Asthma, P.C.

1450 S Havana Street, Suite 620
Aurora, CO 80012-

Phone#: 303-755-5070; 303—696-7331
FAX#: 303-696-0922

P
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Andrest Pedmoff MD -

414 Executive Dnve Bldg. # TonEemELIL

Princeton, NJ 08540 o

Phone#: 609-921-2202 .. ... ... T -

FAX# 609—921—7386 L | = q
wime . -dacob Pinnas,M.D. M - .-

- AllcrgyCenterofAnzona 2 S e a bomml L

'1601 N Tucson Blvd, Suite 32~ .

Tucson, AZ 85716 - L

Phone#: 520—326-0329 ot

FAX#: 520-326-9276 LT

Warren Pleskow, M.D. .

Asthma Allergy & Internal Medicine

317 N El Camino Real, Suite 406 -
Encinitas, CA 92024 — -

Phone#: 619-436-3988 - —=
FAX#: 619-436-6521 s

Brian Schwartz, M.D. R PR
1001 Cromwell Bridge Rd. ’ :
Suteoo
Baltimore, MD 21286 _
Phone#: 410-825-0500; 410-339-7084
FAX#: 410-339-7086

Nathan Segall, M.D.
980 Johnson Ferry Road
Suite 1080

Atlanta, GA 30342
Phone#: 404-705-9170
FAX#: 404-705-9171

John Selner, M.D. -
Allergy Respiratory Institute
5800 E Evans Avenue
Garden Level

Denver, CO 80222

Phone#: 303-691-9368
FAX#: 303-757-1518

'Ad09 31815504 153
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Partlclpatmg nvest_gators

Guy Settipane, M D

o e

- ‘Research Center of New England

B ‘“’FAX#‘ 401-331-5138

A,Gansmmm REREL

_ FAX#: 714-645-2410

95 Pitman St.
Provxdence. RI 02906

" " Phone#: 401-331-7234; 401;331-8426

"ASTHMA.Inc.
4540 Sand Point Way, NE
Seattle, WA 98105
- Phone##: 206-525-5520; 206-527-1200~"=
. FAX#: 206-524-6549

William Sokol, M.D. |
Health Research Institute -
2011 Westcliff Dr. #8

Newport Beach, CA 92660 -~ —=—=

Phoneif: 714-645-3378

. James Taylor, M.D.

316 Martin Luther King Jr. V Way

_Suite 401 T/ T T

Tacoma, WA 98405
Phone#: 206-572-5140; 206-383-3643
FAX#: 206-272-0419

Dwayne Thomas, M.D.

~ LSU School of Medicine

Sec. of Pulm/Critical Care Medicine
1901 Perdido, Suite 3205

New Orleans, LA 70112

Phone#: 504-568-4634

FAX#: 504-568-4295

Timothy Tolson, M.D.
1140 N. Rood St.

Suite 2

Elizabeth City, NC 27909
Phone#: 919-338-0373
FAX#: 919-338-0073

-_...,.-...-...-.‘q -.’.-:‘;: -
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MarkL.Vand’ewalker MD -
——— -—Clinical Reseach Of The Ozarks- - -~ —— ————— e ——— = L

1233 Jefferson Street #2000 -
Jefferson City, MO 65109 )
Phonei#: 573-364-7777.(Rolla); 573-634-5555 (Jefferson City) .~ .
FAX#' 573-341—2981 (Rolla). 573-634-3120 (Jefferson Cn_ty)

L ,,Ml_chael Volz,M.D
% .7t Allergy-Respiratory Institute
" '5800E Evans Avenue . bRl L
~ GardenLevel. . : g Tl
Denver, CO 80222 :
-Phoné#: 303-691-9368
FAX#: 303-757-1518

-Steven Weinstein, M.D.
Allergy & Asthma Specialists Medical Group
17742 Beach Blvd, Suite 310 - >
: —Hunungton Beach, CA 92647 — SR e
Phone##: 714-848-8585
FAX#: 714~841-5966

.]-..‘_-'

Ire. APPRIFMETW

Martha V. White, M.D.
Instltute for Asthma a.nd Allergy o

" 106 Irving Street N.W., Suite 108 T
Washington, DC 20010 ,
Phone#: 202-877-8265(Coord); 202-877-3155(Inv) -
FAXi#: 202-877-3330

John Winder, M.D.

_ Allergy & Asthma Research Center — Toledo
5860 Alexis Rd. Suite B

Sylvania, OH 43560-2365

Phone#: 419-885-5163

FAXi: 419-885-4493

Ad0D 9IsS0d 1538

Hugh Windom, M.D.

Asthma & Allergy Research Center, Inc.

1775 Arlington Street, Suite 2

Sarasota, FL. 34239

Phone#: $41-366—-1940 .
FAX#: 941-366-5607 ) B

199



i T

et N ﬁgugpguﬂm.—_.-a: -( \-==-ﬂM1997/00624/02

e T e o {“—_"l'--‘:f_"-—SFCA3003T—-!_J—I sl
- Partlcigatl'l_g |nvést|gators

a——

James Wolfe, M.D.

———— Allergy & Asthma Assoc - -
of Santa Clara Valley -
4155 Moorpark Avenue, Suite 3
~ San Jose, CA 95117 -

Phone#: 408-553-0709
‘ FAX#' 408:553-0757

- RobertN Wolfe,M.D _ _ R
-8635W&st3rd Street : N -
" Suite 475W .
Los Angeles, CA 90048
Phone#: 310-657-3792; 310-855-6709 o
FAX#: 310-657-3799
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